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teaching, testing, 
experiments, 
research, or 
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conducted 
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drugs. 
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teaching, research, 
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conducted invol\nng 
accompanying pain or 
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tranquitizing drugs were 
used. 

E. Number of animals upon which teaching, experiments, 
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I ASSURANCE STATEMENTS 

I 


1 ) Professionally acceptable standards governing the care, treatment, and use of animals, including appropriate use of anestetic. analgesic, and tranquilrzing drugs, prior to. during, and following actual resc 
teaching, testing, surgery, or experimentation were foliowed by this research facility. 


2) Each principal investigator has considered alternatives to painful procedures. 

3) This facility is adhering to the standards and regulations under the Act, and it has required that excepticms to the standards and regulations be specified and explained by the principal Investigator and ap 
Institutional Animal Care and Use Committee (lACUC). A summary of all such exceptions Is attached to this annual report. In addition to identifying the lACUC-approved exceptions, this summary int 
brief expianation of the exceptions, as well as the species and number of animals affected. 

4) The attending veterinarian for this research facility has appropriate authority to ensure the provision of adequate veterinary care and to oversee tiie adequacy of other aspects of animal care and use. 
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Column “E” Explanation 


Stillmeadow, Inc. 74-R-0049 

— The introduction of additional chemicals (pain reheving drugs) with potent 
physiological action(s) would likely alter the response of the animals to the substance 
the study is designed to test, therefore invalidating the results. The purpose of safety 
studies (with protocols usually approved either by the FDA or EPA) is to accurately 
determine whether or not administration of the test material will have any adverse 
affect on the subjects. If adverse results are masked by use of pain reheving drugs, 
dangerous products could very well be released to the market, causing unpleasant or 
even dangerous symptoms in household pets that should have been detected in test 
trials 

— 20 Guinea Pigs - Guinea pigs used in dermal sensiti 2 ation studies according to the 
Buehler method are restrained for six hours, usually four times at weekly intervals. 
The restrained animals rarely seem anxious to escape from the restrainers and they 
are adjacent to, and can see, other restrained animals in their test group. Again, 
drugs of any kind can potentially interfere with the response of the anim als to the 
test substance, and guidelines do not make provision for use of tranquilizing, 
analgesic or anesthetic drugs in these studies. Guinea pigs used in Magnusson 
Khgman maximization studies are not restrained. However, most of the 
sensitization studies are conducted according to the Buehler method, which is 
generally preferred over the Magnusson Khgman method. Irritancy is a relatively 
minor issue in the sensitization tests. A range finding is conducted to identify a non- 
irritating dose - different concentrations of the test substance are tested in a few 
animals. In the main test the test substance usually does not produce significant 
irritation. 

— 20 Rabbits - Many of the animal studies in this facihty are conducted to define the 
local and/ or systemic effects of exposure to a product consisting of one or more 
chemical substances. Typically, product labels will be based on this information with 
the ultimate goal of protecting people who use the products from hazards that 
studies have shown to exist. In order for these studies to be vahd scientifically, 
exposure to additional chemicals of any kind should be avoided because of potential 
interference with the test subject’s response to the test chemical(s). For this reason, 
the US and international guidelines that must be followed for these tests do not 
include provision for the use of drugs such as anesthetics, analgesics, or tranquilizers, 
with one exception (see below). Primary eye irritation and primary dermal irritation 
studies, as well as many of the acute dermal toxicity studies, employ rabbits as the 
test subject. In this laboratory in 2005, approximately 52% of the rabbits used were 
in dermal toxicity tests, 26% in eye irritation tests and 22% in dermal irritation tests. 
For the scientific and regulatory reasons outlined above, anesthetics and analgesics 
are not used except for some eye irritation studies. The guidelines do provide for use 
of a topical ophthalmic anesthetic in eye irritation studies, if there is reason to 



believe, on the basis of high or low pH, or knowledge of specific chemical 
properties of the test substance, that a severe effect on the eye might be anticipated. 
Actually, if a severe, corrosive effect is deemed certain, the guidelines indicate that 
the testing is not required at all. tMso proHded in both eye and dermal irritation 
study guidelines is provision for testing a single animal with the option to proceed to 
dose additional animals if the effect was not severe, or to stop after dosing one 
animal if there were severe effects. Similarly there are provisions for timing the 
primary dermal irritation exposure, i.e., using first a three-minute exposure, then if 
no severe effects occur, a one-hour exposure, and only then if no severe effects have 
occurred, the typical four-hour exposure period. Also, this laboratory has developed 
a guidance document covering euthanasia for humane reasons in case of severe 
systemic or local effects. This would be more likely to come into play in dermal 
toxicity studies. In actual experience with product testing, severe effects are 
uncommon. 

USEPA Health Effects Test Guideline, Office pf Prevention, Pesticides and Toxic 
Substances, OPPTS 870-1200, Acute Dermal Toxicity, OPPTS 870.2400, Acute Eye 
Irritation, OPPTS 870-2500, Acute Dermal Eritation, OPPTS 870-2600, Guinea Pig 
Sensitixation 



